New insights into ADAMs regulation of the GRO-α/CXCR2 system: focus on Sjögren's syndrome.
Chemokine-dependent signaling in immune cells is a very important mechanism leading to integrin activation and leukocyte recruitment. During the last years, several studies were performed investigating the role of the chemokine Growth-related oncogene-alpha (GRO-α) and its receptor CXC chemokine receptor 2 (CXCR2) in different diseases. Recently, many new functions and properties of GRO-α/CXCR2 system have been discovered and associated with atherosclerosis, angiogenesis, and many inflammatory conditions, such as autoimmune diseases. The purpose of this review is to discuss current advances in our understanding of the function of the GRO-α/CXCR2 system and related clinical implications associated with autoimmune diseases, such as primary Sjogren's syndrome (pSjS). Included is a discussion of the role of the ADAM17 metalloproteinase in modulating the GRO-α/CXCR2 axis in pSjS. Notably inhibitors of ADAM17 are being developed for the treatment of various autoimmune diseases. We hope to further evaluate this system in the pathogenesis of autoimmune diseases to promote a background for therapeutic interventions.